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^= (54) Title: MEDICINAL COMPOSITION FOR TREATING CHRONIC HEPATmS C 

— (54) »wa)«»: ^^cmsfiii7^mti>tzib(D&mf&j&^ 

^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 

^ one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 

^ oligo deoxynucleotide. GM-CSF, IL-4, LPS, CO40L, polyi:C, TW-a and iFN-r ) and lectin-binding substances (for example, 

fK| mannose caibohydrate. fucosc carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 

active ingredient(s). In the above medicinal composition and therapeutic method, it is possible to use IFN- a together with these 

^ active ingredients. 
O 

^ (57) IL-15. H xp >r K^ISttffllJlS/iJaJiiaS^ mz-ii. C^Gt^Jd'rt^iy^^lyt^ 

OK GM-CSF, I L-4. LPS. CD40L, p o I y I : C , T N F-or fccfcr^ I F N-r ) 
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5 &m^m 

CMffF»'f;l'X (HCV) \t, yy\£0^)V7>y7S.V-\zmir^-:^m^ 

^mmm-^tfi^mmmmnt^-^mm^^^ ^ tn^^o ucvmmmmm 

^^©WW:^?&3ifettT I FN - a tun If >J ^^©m^^^^ii^ffijO^ffi 
ViSnrViS (i|fll¥l 1-1 5 2 2 3 1) o 2:©^mil FN-a lc:.i:<5^ 

;i<DU^^t>'&w.mz^KimmLis.\^\ 

:tJ^^bTVi§;i<i:t?fe^ (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9, 
1995; Science 258 (5079): 135-40) . Z.n^X(Dm&^, littHCV^^S 

m\z^\,^x\t^mjt^^^m^(Dmmmmf)^M,^n^ ^ tf)m'E>f)^iz-^nx:}^ d 

(J. iMunol.. 169(6): 3447-3458, 2002; Clin. Exp. Imunol., 109(3): 
25 451-457. 1997) . HCV\m'if<D:^^X^^]^^^W\hX\^>^tm^^n^o 
HCVit. mk\t, mmm^mm^i^m-^'&i3i<-t^:Ltlzi:V) a Immunol. 
162:5584-5591, 1999) . ^rc\tCD 4^^XSCD 8Tmmj^^^m.^t^^t 
{dctD (J. Immunol. 169:3447-3458. 2002; Hepatology 33:267-276, 2001) , 
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lS:#?&SoTVi§ (Banchereau, et al, Nature 392(6673) : 245-252. 1998; 
Blood. 90 (9) :3245-3287. 1997) . jfcL^Mt^ilBflatt, ^i:LT$xn-r K^M^ 

^mmsim, (MDc) «. )V7.\zn-t^~A^iiXS-Ai: -mu^^^(DW5 
-^mim (pdo «, C7<;i/7.fc^sgrst;'cs 

^nr^D (J. Immunol. 162:5584-5591. 1999; Gastroenterology 120:512- 

524. 2001) , z.0z.ti}^^, mmsimmcv\z^y)m^^n^%^mtmm 
m\z^^vx\i^^tcnxh^m-^^mmz't^^t\tx^fs.\f\ HCY-mmm 

FN a xmm-t^tUl CA/B^^3^L, NKM^filtt^t; 
ir^^tfj^Xt^. MHCi7yXimmAm^^UBm (MICA/B) N 
Kmmz^^^X-^i^T-^ ':r(Dmm\Hz^i^i-)V^^m't^NKG2 D © U > Kt? 

NKm«, m^htzmm^mmmtzt^z^y). m^(Dmmmznt^ 
w-^vfi-^y, mx\tifwr'^ikmf^'t:^\Z'i^K^, m<m^-%^^-mz 
(DiEnmmz^\^xw^-^nfs.\^ifi, ^<©±MMa thi^-r hp<:^fnt> 
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cmwm^}V7. (Hcv) mm^^t^mm\z^^^x\t, iFNamm\z 

Imunol. 170:1249-1256. 2003) , tfSif^-h. mnCV mmm^^Z^^^X\t, 

10 7^B^\zmt^mmicmmnthx\my<Dh(Dm^o 

mXmi : 1-1 5 2 2 3 1 

##l^«l : J. Imunol. 162:5584-5591. 1999 
^#rF«2 : Gastroenterology 120:512-524, 2001 
i^^mXMS : J. Immunol. 170:1249-1256. 2003 

15 

2|5:^BJ^e>«. z^:L-\i^^Zf:^mm}H0k':P^)VX (VSV) 7^«©M 

25 Dc\zmm^i)i, mmmm^^^^^^t\z^^m^^ftuDc\z\mm 

^\zm-J\^^x%^-^nfzh(Dx$)^o 
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•t^rzi^ommm.^mf)mm^n^o 9f^L<\x il-i s^^-t^Ts^^i^ 

?&^Jc:feViTI FN-a t#ffi$n^o »^b<fi, SXO-f HlSTOMfife 
15 MilHi^a. CpG:t>Jifx^=^'>^^l/^5^H. GM-CSF, IL-4, 
LPS, CD40L. polyl : C, TNF - a i^^XSl FN- r ^^<E>f3:^ 

20 ^^^■t^:^^m<ou^m\x m^cmw0k(Dmw\z^\'^x i fn- a tmm 

^Tc, *^BJ«, IL-15, 5XD-r H^^MMiiMHTOt>ViJ75^ 

■^mm\t. IL-15-, ^jLu-i\im^mm^mmmm'f'Rxsui7^ 
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m2\t, I L- 1 5^J:W^I FNa \zX^Ml CA/B(D^mo)mm^7rito 
ms\t, I FNa SfettI L-1 5TfJS!cbfc^MflatCj:^NKm?gtt 

m5\t, I L - 1 5 \z^^i^Kmmmm\:^m^rzmm<Dm^^^rc 
me^t, I L-i 5X'pmbrcwmmtNKmmt^hyy7.^:i^mr'^ 

0 9 «. I F N a tfc^4^»flSlC I L - 1 5 (DM^^^to 

mio\t, miL-i5mw^rcmiih-i5Ra^mz^^uicA 
/Bm^oymm^^to 

20 El 11 I L- 1 5T'«l/fc1^jytmic:J;S I FNa/0 ©H^^S^T. 
SI 2«, Dil FNa//3RirL#:tc};^I L-1 B^SttMI CA/B®^^ 

mi4\t, MDC:feJ:t;PDClC>^a.-HiS'-ryvSV-ElE2^mfflbfc 
25 M:^^^t"o 

01 5J*, Mo-DClCi^i-K^-f7'VSV-ElE2?:^abfcM*2:^ 
mi6\X MDC. Mo-DC*5j;D^'PDCfC:felt^HCV RNACatf- 



wo 2005/023289 



PCT/JP2004/013283 



6 

15 a, I FN3 ^fcJi I L- 1 5lCJ:DMI CA/'B^^ii^^^n^*^. H 

m-^n^iji, I FN a FN/3 \zii^x\mm^nm^^t.-m%^^^tc-^ 
tift. ^^\z, ncwmm^om^mM^i'L-i Bxmm.r^t, NKiwiis 

20 $nsJ:3lc, «iJ^;/5:K^-®^^m^I FNaT^amr^tlL-l 5© 

tuotco ::n^(Di^W:f)^'^, ucvmm&mf)^^(om^mm\t, iFNa© 
mmz^y) i l-i 5^M^-t^mtii)mm^^nx^^^rc^, mi ca/b© 

25 Z-hifim-^^ft. ZtDZtifi, #ttHCVIi^il#fc:feViTI FNa S^SiCj: 

f/^ct)^, iL-i 5*-^oc:ti&#fttT§, m^cmn^^k^m 
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L-l 5 0cDNA©iB3?iM$g^SnTViS (Science 264: 965-968, 1994) , 

f-^a.y)v^y- (NK) mm. :j3<kiKu>/iwtt^b^^- (LAK) mm<o 
5 mm^^z^6^it^MmL, cihm^^mmt^^tfi^'c^^Tmmmmm'f'c 

2&^o I L-l 5 0mRNA«#<cDM}c43V^T^^$nTVi§;{/5, 
-7>:7D7 7-5^{3*5ViT#<^Ji$nTV^^. -r>t*:jJ^f-^ViTtt, IL-15 

\t, ^m<D%^mm\mLx^mmfs,m^R\ii^. ^wo^^m^ommz^^ 

10 Sifi©#^fc J: 0 . IL-15 ;6tl^)fc^ii)fe©fife^::^D-bX75: StXic^fil^iElc 

tlTVi^S (J. Immunol., 169: 4928, 2002; I. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) , $e>lc, m^mm\tikm^mm\z]^-'^L 
TIL-15^m*b, :i(DZt\z^ri^^mmmm^mnt^ a Immunol. 
15 167: 1179. 2001; J. Immunol. 169: 4279. 2002) o Li)-^Ltiti^^, 

fjimmmmm^mmt^mti^z-^hx i l - 1 5m6i}^<omm^:sL\^t-fi^^ 
mt^K^mx^-oTco :$immz^\^^x\t, m^mmm'L-i5\z^r)mwL-^ 

\t^:k\ZMl CA/B-NKG2DmiS-^m\Z^^LX\^^^^tf)m-^ntzo I 

20 L- 1 5{tNKmm@TtbTf^fflT^ct*5^e>nTVifc*«, :^mm\z^ 
viTfi. I L- 1 5^n^mtNKmmmm\zii^\yX=.m&ijfsimmvmLx^^ 

I L - 1 5\m^o-^m\z^K)n^^tf}^x^^o mx\t, i 
L - 1 5 m^-t^vj^^mmm^mmmmmh, mmm*^^ i l - 1 5 ^¥ 
25 m^mt^^tin^xt^, ^^\^^\t, iL-i5«, fE«©ji^E^j m^\t, 

±^bfc Science 264: 965-968, 1994 lcE«©E^J) fc*-^ViT. ^m^^^ 

m\z^^^x^^n^:^m\z^y)m.mm\zm^'r^^tf)^x^^o c0^^\zh 
T#e>n^iL-i5tt, mmm^mmt^M^ti^m'r^m, ^(07^ j 
mun(D-^ mx\t, i-soe. i'-20ffl. 1-10 e. i--^mm. 
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^ymMmifi-^ i-soa i~2offl. i~ior i-m 
mmt\mumm^^i'T^^rh^^\ il-i 5*ii-H«m 

5 ^<D-U m^it. 1-20®, 1~10P. (^«J, 5 

^xsmmcDumum, mxitr at a:^^^ 7., =¥^ry}d>'ifmm, caatib 
m, 3' ^zi-}^mm. jiy/\>-^~m^^/vx\^^xh^\^\ -yn^-^-om 
15 t\yx\t, mm^^^^^xm^^^m^\z\t, h i Azfu^-^-, cat:^o 

R322, pUClia, PUC119, AgtlO, Agtll. pMAM- 

20 neo, pKRC, BPV. Ui^'^-T. SV4 0. 2-B.^U>mi)^^^n^o 

z^^i-)vmm^m\^^xm.m^m&m^mmm-^^^^o\z, ;^^^^\t, 
u^^mBn^m<DmBmt(Dm^w&m(Dmx'mm-^ii^^o\z. ^^^-^ 
mmt^ ^ ti)^x^^o J: a umm^^^-ommitmm^m^miz^i^^x 

3>m\zj:i), m'^f3i^±mm^\zmxir^zt'f)^xt^o ^^^-^^tsrnm 
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•v^^o mmt. -D-^Xm^^u-^hifyy^-, HPLC, -r:t>3aii'nT 

mommmt, HCYmmmm\z^\^>x, MH±-{c*5tt-5j;Di£<. mzs\^ 
3«^*^ifebTu^a^ic43ViT»ofc. >'^^'vm^mmi!}^E0^3\zhx 
mmmm-^^^m^r^-d^t^tzm^mz-^nxi^^fsii^^fi^, cn^ooi^^ai^^, m 

mmmmmmi^^rc\mm^0m{>\zmm'r^t^?L?>n^. 

:/MeKTMbfc'>a.-K^-r:/7K}gttPrt3{^'>-r;i/7> (vsv) mmsi 
m\zmmv, )V7^i}mmmz»xt^ii)^^f)^^m^rco v^.-HiS^^T^vs 
v«, i^u->^^MeK (GFP) i/4?-i5'-«fi^^-e0yyA'^twr^ 
fcje), mmz^y)mmLrzmm^mmt^<iti!)^x^^, ^jiMQic^^nsj; 

J:OT3^S3fe#4^m (MoDC) \z\mAt^i!)^, PDC\zlimxVfSi\,^;it 

fAm^'d^tfs.'oito mmmio\z^-^n^^^\z. >'i-H^-r:/vs 

fcMD C t b;^ Z. t ^is^tU-D fz. 

dtfccfco. 'micms[^^^mr^^timmxh^^t.t^^\,^tz^nit. 0 
^L<it, 5.jLu-i }ij^m^mmfmmmm'i'\t, mi^cmsf0k(Dmmiz^\^^x 
iFN-a tmmLxm^^^n^o r^xa-f H^TOmfiK^jRi^aH^j a, 

pG:tU:^x:e-:^->5^i^^:t5'H, GM-CSF, IL-4, LPS. CD4 0 
L, po 1 y I : C, TNF-a :fe«fcO^I FN- r J&«^tf ^.tl-S, CpG:tU 
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#frTh l^S^^&fiJitL, Bm, NMia, taMH^iHB 

5 YSV\znt^U-DCO^^'&L^^i:-^^1tZ.tfimWztl'o1t. GM-CS 
F. IL-4, TNF-Q! FN-r HV^Tnt), 

po 1 y I : Ctt. ^t^«<7)g14jt:S^tLTJ:<^enTVi^, C:ne>CDH 
10 ^^OVifn'b, CpG:t>J=fx:t=^^2^5l^l^:t5'h*0f^t)O{IffiViSi:td?T^ 

-Settle. i^a-HiS'-ryvS V-E 1 E 2<Z)MDC^®ftA«. V>:^>^C^ 

mS^0k(Dmmz:^\,^X, I FN-a ^;t^iUAt*U >tu^^t)-^xm^^^z. 
25 <h7&«T#§o 

iiS^^fiM@TS:at/Sfctti/^^>?^^«i;K, $ &^Cl^^^g^c^£;l;T i fn- a 

m^^. mm, mmt, mmit, %it, ts-^r^mx. ^^^^^tcko. mmt 
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m^^6^^o. i~9 9. 9&m%m^t^o ?i*3, :^mmr'm^^^^^^6^f)^ 

5 mnn^m\z\t, iL-15, ^xD-r Hm^)KMfi£^iij#E3^, ^mtu 
m^tth\z, mi %m. Mm mt}-f±)v. m-:f±)v, mm. mmm. 

^mun^m\z\X, IL-15, 5xo-f Hi^:^JKMfiKMi8ScH-i^. -^fz-^t 

nmmmxzm^'fct^^t.fi^-^^^. 'mmo^%-)s\z^^^x\%, 

mmmmo^m^m\zm%'^(DmmwLMz'mm'^z.b.ii^x^^. ^^\z, 

25 mz. tff-^L\^^ik^<D-:^m\t, I L-l 5, 5XD-r H^^^KMfiK^^MH?^. 

Kim^x^y)^^. 

\^^^<D\zS^\Z^^Xh^o ll^F-a t0U^'^t>ii:mmz^\,^X\t, INF 
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-at, IL-15, 5xn^ H^^JJKSBMMM^, %tz.n.VifJ-ym 

10 a&fcD^^aikgSfcO, *?J0. 0 0 Imgid^e) 1 0 0 Omg©feH. $f*U< 
Jt*?JO. 0 ImgjO^e) 1 Omg©$SHt75:S«k'5, 1 Blc: lI3*i&^llIS:#"rs 

*^BJ©«tl«^fc:, INF-ai:, INF-a tOU^^t>^'^t)^^ 

^ 

nii^y 1-6 \z^\^xm'r(Dm^iiUi3^^m^>rz.o 

(A) PBMCd^6©¥3^**DC©ilM 
25 fc. f^T®HCVig^a#«. lfiimmHCVjrL#::feJ:rXHCV-RNA®M:& 
;0^ofco J^^WfCjfiL?f7^n>7$/ h^>7>7x^-1f (ALT) V< 

mhtc. J#^KlSfdi^TO?5:ALT±#^^LfeS^ (n=10) J^CH-1 
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mtmmv, 2^&.±iE'^f3iALT^mmm\z^vrcm(DB^ (n=io) ac 

llllc:J;t)milLfcPBMC^;^-n-;i/ (S i gma Aldrich, St 
5 Louis, MO) (OSmo^&^m (1. 076, 1. 059, ^^ZJ^l. 0 
4 5g/mL) T^^C^^^bfeo ili^}cffl^$nfcW^^ty+lli:$^^ 2 4 
Xjl/^MfCS. 0x1 0'e/'>XJK7)^gT'Sffibfco 4 5:$^-rBK>^;L^ 
-hbTt^, mmmm^. 10%PCS. lOU/mL© 

^-->iJ>/X hl/:/hV-f-», 2mmo 1 /L©L-:i/;i/^$>^-^^, G 
10 M-CSF (lOOOU/mL. :^U>H-;W , i5^mL-4 (5 0 0U/ 
mL tStrathmaim Biotech. , Hannover, Germ 
any) ^m%hrc7-( 7.n-':f^^^-if)Vmm (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 

15 IFNjS (mi/) , IL-15, IL-12, I L - 1 8 :feJ;U^TNF a (R& 
D Systems, Mineapol is, MN) « 

(B) DCt:::feltSMI CA/B!3IS©:7n-U--l' h;>lhU4^=&f 
DC (5x10") JtMI CA/'B^yi7n-:^;i/ta^ (6D4) 

(Science 279: 1737. 1998) ta:t)t4"CT3 O^P^-f >^i^-hLfeo ^ 
20 \zmm^^^L, F I TO 

-Wv^Xfet-V^ I gG (BD-Ph a rm i n g e n, San Diego, 

CA) ^-:k^i^tLT:4x:x'3 o^m-i>^=L^-hLrzo mzmm^2mm 

^h, 2 %A°^5J^;l/A7;^xt HMTH^Ufe, «^iF AC S c a n>>7>x 
A (BD-Ph a rmi ng e n) ^fflViT^O-iJ-'f h UT^i-tffL. CE 
25 LLQuest (K^) V7 h'^^XTSrfflViTx-iS'^^f^ffofc. 

(C) RT-PCRfcJ:§DCT0mRNA^S©4J>«f 

ISOGEN (x«/5j?>v-» ^IBViTS^RNA (1 At g) ^ttttib, 8 Op 
mo 1 ©^>^A:/^-f'T- (SM) ^^ZSl Ommo 1/L0[)#x:t+S/^ 
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M'&tl^SOmmo l/L®Tr i s-HC 1. 7 5mmo 1 /LCDKC 1 , 1 
Ommo 1/L0DTT, 3mmo l/L0MgC li^^lSl 0 OUO^rDn 
-^X^eifii^':7-r;i/X>JA*-Xh^>X^Uyi5'— tf (Cibco-BRD 
tii'&b. 3 7 "CT 5 0 h Ltco 

5 7 O-CTl 5^J"TOfif ?>;:tJCJ:>)Sli&*fft±$1i:;'t. t#?)nfccDNA^, 
1 0 pmo 1 ®#-tr>7.:feJ;Ut7>9^-t>7.7'^-f 1 Ommo 1 /LOT 
ris-HCl, 5 Ommo 1 /LOKC 1 , 1. 5mmo 1 /L©M g C 1 j, 
6-2. 5mmo l/L<Dx:t^>'5?^j7l/:t5^HHU>^, :fectt)C2. 5U0Ta 

10 fi^T©:/^-^^-^;^^;^ : MI C-t>;^ : 5' -ACACCCAGCAGT 
GGGGGGAT-3* (E3?a#-^1) ; M I C A7>5"-b>;^ : 5 ' -GC A 
GGGAATTGAATCCCAGCT-3' (BB2?IJ#^2) ;MICBT> 
5"-t:>7.:5' -AGCAGTCGTGAGTTTGCCCAC- 3 ' (aB^J# 
■^3) : I L - 1 5-k>7> : 5' -TAAAAC AGAAGC C AACTG- 

15 3' (iB»^4) ; I L- 1 5T>g^-t>X : 5' -CAAGAAGTGTT 
GATGAACAT-3' (E»-^5) ; I L- 1 5 R a •fe>X : 5 ' -G 
TCAAGAGCTACAGCTTGTAC-3' (SB^J#-^6) :IL-15 
Ra7>^'t>X: 5' -GGTGAGCTTTCTCCTGGAG- 3 ' 

20 iii|iyohn;VJJ£^T©i*30Tab§ : ^14 (MI C : 3 5lJ--i'^;K 9 S^C. 
6 0m^, I L-1 5 : 3 Oi^'-r^;!^. 9 9*0, 6 0#Ph1, IL-15Ra:3 
5^-(i7)V, 9 9*C, 6 0M) . :k\Z, T:n-U>^Iig (MIC: 5 6*0. 
6 0W, IL-15:60*C. 3 O^rsl I L- 1 5 R a : 5 S^C. 3 0# 
m) :fe«}:rJf#fi (MI C : 9 0#^, 7 2V, I L- 1 5:feJ;r/t I L- 1 5 R 

25 a : 6 0#Pfl, 7 2*0 . 

^fig^LT. G3PDHl;:#^6*j;^:/7'f7- :-fe>7. : 5' -GCCACC 
CAGAAGACTGTGGATGGC-3' (SB^iI#-^8) :fe J;i;7>5^-fe> 
7.: 5' -CATGTAGGCCATGAGGTCCACCAC-3 ' (@B^J# 
#9) <&;BVifc. 
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(D) mmmm 

5 

MtS: H A L T M^^^f ^ S ViH C V^^a^lC ft 

is^^m^Tco mmi3:\^i— (N-Dc) ^rc\tHcvmPkmm (hcv-do 

10 i)-^(b(DM-m^mDC^mmL. iS«^6Sl;:lFNa (lOOOU/mL) , I 
FN3 (lOOOU/mL) , TNFa (lOng/mL) . IL-12 (10 
ng/mL) , IL-15 (50ng/mL) , *«J;UtIL-18 (20ng/ 
mL) T'2 4^MMUfe. ^{C. hp^ h U ICct DM I CA/B%^ 

15 iE^}^ F:f-J&^e. ODD C (N-DC) tt, I FN a ^fe^i I F N i8 tCfS^b 
TMI CA/B>£Blibfc:;&^. HC V^^S#/&ie>©DC (HCV-DC) «Vi 
■fncDJi'&feMI CA/BS%^b3^j&^ofc. IL-15«. N-DC*3J;OT 
CV-DClc::feViT. ige^i^lCMI CA/B*^«'rSC:<h*ST#;^Co JintM 
b, TNFa, IL-12. I L- 1 8«M I C A/B^^<£Sl^b;^56^ 

20 ofe. 

IIM1-2.MICA/B mRNA0RT-PCRM 

fOSfcUTVizaiViDC. IL-15 i5 0ns/mL) X-mWiVtcDCii^ni 
FNa (lOOOU/mL) *rMbfcDCd^e>^n^n^RNAS:Wb, R 
25 T-PCRJCJ;?)MI CAmRNA:feJ:t^MI CBmRNA0^^?:^tlftfct 
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mmf3:\^i-~ (n=l 5) (HV) , ^#;^AL T^^T'HSHC V«S# 
(n=10) (CH-1) , ^J;i'CSmm^f3isE'^ALTU^)Vt:^t^m^liC 
Ymmmm in = 10) (CH-2) ©Ppl^MICA/B^^^lttSsLfc, IF 

CV-DC«, I FNa A-LTm^ommizaj^ij^iD^-fU I 

CA/B^^mLf3i^^-DfZo ^(DZt\t, HCV-DC{C:feViTI FNa 

tti FNi8 \zm^t^MicA/Bmm^^M.^nf3i\^^^tit. m<om.^m0k 
10 &mmr\tm^^t^7r:m-r^o 

mmm2. 5rmmLftDc\z^^NKmmmii<t(Dwm 

J^tmmna-r \^mMLrc (StemCell Technol 
ogies (Vancouver, BC, Canada)), iifflfa® 9 0%SK± 

M (5. 0x1 0''ffi/»i7X;i/) T. 1 0%FCS^J:tJtl OU/mLCD^-v' 

(N-DC) ^fct^HCV^^m (HCV-DC) f)^^(DDC^, IF 
Na (lOOOU/mL) (5 0ng/mL) T2 4ltrBl» 

L. 1. Ox 1 0''®/mLOiig[T?r>x;l/(rJjDA. NKmtifc(;:2 4NfFBl 

25 «^iP7ryfe^TOT©J;"5lc:LTffofc, r T^i^Ufc^e^iaate (K. 
5 6 2) SrNK/DC^^« ( h7>;^':7X;i">XxAT, *;^c«^LT) , * 
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5 NKm©mi^ I FNt ^mmT(Dkv\zLX7y^-( bfc. ±5^0 J: 
0\ZDCtth\Z2 4mm^^hrchlKmm^, 1 0 ng/m 1 OFMA^^XS 
1 nmo l/L©-1*:ty^'1'v> (S i gma A 1 d r i c h) tth\Z-(> 
=^:x^-hVrc. 'A\Z, 1 /z l/mL(Z)Go 1 g i P 1 ug (SM^) (BD 
-Phanmngen) ®#^ETT3 7'C'e4I^FBK >=^3.^- hLfe^, NK 

Cy t o f i x/Cy t ope rm i^mmU) (BD-Pha rmi n 

gen) X^mxiS^mmmh, ^fCFITC^^^-StlFNr ^/^^n- 

i-)v^i^ (vi^xi gGi) xm^vfco m^vrzmm^yu-D--( hy^hvx 

^^LTcc yu—^^ V^V^)\zm^^±.m^OWi\t.l FNr 
15 D 5 6 ^l^'T-i :/ifflflS^^1"o 

I L-1 zmmn-i>cLiih\z^mm.htzMYimm, u^mziFi^am 
m^ctth\z^^m\yfciiKwmi., nmonB.xYise> 2mmz-n-t^wm 
m^m^^n\z I F N r ^^j&^JiiipbTVifco iintci^tb. i l - 1 5 Tfo 

iaLfcHCV-DC«NKm?£filtt'(k;Lfc:«>«, I ^-t^ a xmWihtz^'^\Z\t 
20 NK«fStt'fk^^$?5:*^-:3fe (0 3:feJ;I>'4) „ 

\m(Otz^\Z, mtz\zmmhti^Yim^^, SOng/mLOIL-l Si:^ 
fe(C2 4P#TO«L, ;^tK5 6 2«^^Stt43J;lKl FNr 
-rbfea:C:5, I L-1 5^nS#fiNKW<&ftttWS^:i:75tT^75:*^c.fc 

(0 5). bfcj&soT. iL-1 53&^NKTOIitg^w^m*:R^^■r®T«;^vi 

25 ::ty5>5?l^$nfco 

^fc.- irfcWilUfcNKmt I L - 1 5 (5 0 n g/mL) TffiMUfcN 
-DC<i:&, 0. A iimOmxm^m^^X^mhX^^mh, nYLUMtDCt 
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6) . 

I L-i 5r$m^nrzDcx'm^-^n^MicA/Bf)mKmmmmt\zm 

# L T <5 56^S>0^ ^SrP'^feo 

A/B^yi/U-i-)Vmi^ (6D4) , ^NKG2D^:>'^0-:^;m#: (ID 
10 11) (Science 285: 727. 1999; Proc. Natl. Acad. Sci. USA. 96: 6879, 

1999) ■^Tcymf^i sG(DmET'V2 4mm^^mh, i^KmmommmmmB 

is^m FNr M±^m^1to 
^MI CA/B^:y^^D-:h;i/fci#:(D#ffiTTI L - 1 5TfiMUfcN-DC 

15 IL-l S-e^iMUi'tDClCct^NKMOI FNr ^^©iiiP«. NK/D 

cY-Dc^^\f^itm^\zhmu<Dmmtim^nit (y'-^^-^r) « z:m<o 

i^mt, I L - 1 5Tm$nfcDC{c:«tSNKaBJ!a©Mtt«. M I CA/B 
20 -NKG2Di^K^mz^-^t^:it^^-r. 

mmm4. Hcv-pc^ccfett^ i FNaxe tcif&^bfci l-i sog^cp 

N-D.C:feJ;tJCHCV-DC*, IFNa ( 1 0 0 0 U/mL) T2 4ltBg^ 
25 Sibfc (#S^lCO#n=5) . #^«±»+® I L-1 5, IL-12p7 0, 

TNF a :feJ:(:Ki L - 1 ^ ^, s^m^'ey ^u^-^jvmi^o^^^^xsmi:^-^ 
h^^ymm^^m^^r, y^EL i sA\z^K>m^Lrz (if 

Na/^, IL-12p70, TNFa. *3J:r;i L- 1 iS, Endogen. 
Wobum, MA; IL-15, BD-P h a rm i n g e n) o 2:n6.®EL 
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I SA^O;^ffi(DK^M«£jlTOa:43DTfe§ : I L-1 5, 3. 7 p g/m 
L ; IFNa/i8. 17. 5pg/mL ; IL-12p7 0. TNF a ^^XS 
IL-ljS, 8. 8pg/mL, 
I FNa Jt. N-DCJc::feViT§ge>*^{c:I L-1 5(Dm^^mmLrci)^. H 
5 CV-DC\Z^\/^X\tlh-15<Dm±^mmt^^tti^'V^-f3it^orc, IL- 
12, TNFo!, I L-e^^Xf I L-1 ^ (Dm^\t. N-DCtHCV-D 
Ct(Dm-n\^tAjEmmht^*^^rc (09) o RT-PCR(cJ;?3 IL-1 Sm 

e:ne»®Jgm«. N-DCT«I FNa ©MtJ:D I L-1 5(Dm^f)m 

10 ¥$n^*s, Hcv-DC-eM¥$nj^vie:^:<&:^-r. 

^^#15. I FNg -rmLfcPCCPMI CA/B^^{;:fett^:t-h^U> 
I L - 1 5(DW# 

IL-15«. I L-1 5(Dfe«e)(D#MW a M (I L-1 5Rq!) , IL- 
15 2I/-feyiS'-j8 m^^XS^MCD r ^^^^^fi^^nSh'J x'-I L-1 51/-fey 

ViS. I FNa T&^khDCfccfett-S) I L-l 5Ra (DmM^MBt^ii^^i)^^ 
m^^tztbK, ^;t*fi?IRT-PCRlCJ:0 I L-1 5Ra ©mRNA^^S 
m^-fto I L-1 5RamRNA«I FNa Tf!ia!tl/:^ViDCT?'b^a$nT 

fe, I L- 1 5RamRNAyO^*7^yyi/^il/-h$nfe (x-i^^^^T) 
„ Z,(DZtfS^^, HCV-DC(;:43ViTtt, I FNa (C^^-r^ I L- 1 50 

I L - 1 5 R a (D^mt^^xn.U^^^^t^y^'t. 
N-DC*, till L-1 Sta^i^ (3 Ojug/mL) ^^cttfeil L-1 SRa 
25 pffPtrC-f*: ( 3 0 At g/mL) ©#«E*fcti#^#^ETT, 1 0 0 0 U/m 1 © I F 
Na tth\z2 Anm^^\^1t^. 7P— It-f hp^hUlc:J;DMI CA/B^ 

I CA/B^^©TOm7fe3Hm^*t« 
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I FN a -zr«bfcN-DCt:felt^MI CA//B©^^H. \f^ttl(Dijimz 

m\z\t. hi^'j>i L-i 5tckoii:n-$ns i l-i sRacommtf)^ 

5 i^mX^^Zt^^-to -tfSiiD-^. HCV-DCdSl FNa fcHS^LTMI C 
10 Ntt/fl g)M-^ 

I L-1 sxmm-^n^Dciz^ii-f^uicA/BCDmmiz^ir-h^^jyi f 

N-DC:feJ:rKHCV-DC^, 5 0 n g/m 1 © I L- 1 5 ttt>lc:. tit- 
IFNa 

15 /^R'pmtKW (3 0 Ai g/mL) ©??ffiSfc^S##ftT-r 2 4^rBliS«L/c 
(#^tC-3^n = 5) o ^ig«±?f*©I FNq! :fecfcr;^I FNj3 ^EL I SA 

\z^x)m^hrco ^^^mii\z^-to 

N-DC;feJ;rKHCV-DC®Vi-rn'b, I L-1 FNa 
^^Ul FN/3 <Dm:&i)m^-^nrZo ^eiC Jtl FNci!/i8R$i#:<7)#«T 

20 TD c ^ I L - 1 5 rmwLt^ t, I F N a (Dm^ti^Mnmizwu-^n^f)K 
iF-N^ oMMtmrn-^nui^^-orc mii) o z(Dzt\t, dcsil-i 

SUm^-t^t I FNjS J5t|g^$n, ^fcl FNa//3R^fe#W«liC'ri FN 

^Id, N-DC^^ZSHCV-DC^. it I FNa//3RPt'?n$i^f: (3 0//g 
25 /mL) 0#«E^fcJi#^#&TT. 5Ong/ml0IL-15T24 B#Pb1$iJ8!c 

h:^h^)\Z^r)UlCA/BmMiZ'D\,^X^mVrc, 2(C^-r, 0 

•i^, =§-t7.h^^A4'<^ic^«. Ml CA/Bmmwi^^^^m^^to dc 
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ii^<D^^yi!^^\zm\^nrco mmo^mt, RT-pcRicj;^Mi ca/ 

5 $nTViSJ:fc<&^To HCV-DCblL-l 5Tf!l#T5a:M 

I CA/B^^^b^^tVi-5lllfi««Jl®Sg*t-i5tf -Ti^t*"^. IL-1 
SliDC^^mkUTI FNq!//3 ^m^^-B:, iltlii^'M I C A/B^^lCjej. 

10 HJfi^JT-l 2fc*5ViTtt. OTOt4^«:fflVi;fe:mm^tML-4:Jo^W^ 
GM-CSF«Pep r oTe c h (London, UK) E*&^th"5I 
^CD40U^f>K (CD40L) . t hTNF- Qt L- 3 «R&D 

Systems (Minneapolis, MN) LPS, po 1 y I : 
C, ^y-ry^^ZSiSy^ h-7.\tS i gma (St. Louis, MO) jJ)^?), 

15 E^A-k b I FN-r l±. Strathman Biotech GmbH 
(Hamburg, G e rma n y) 5&^e>. k h U >AW«II FN- a JiS 
umitomo Pharmaceuticals (Osaka, Japan) 
P^. #p^5^;i/fliCpG:tUrfT:t^i^5?t^l^:t^K (ODN) 2 0 0 6«S 
1 gma Genosy s (Hokka i do, Japan) ^MtlX 

20 ^Lfco ^fc, OTOFITC-. PE-, P e r C P -*fcttP C 5 

o.'ir-MbJrit ^^y^^-:^;^^^:#:&ffiVifc : L i n e a g e (Lin) (C 
D3, CD14. CD16, CD19, CD20, CD56) (Becton 
Dickinson) , CD la (NAl/3 4 ; DAKO. G I o s t r up, 
Denmark) , CD 11c (KB 9 0 ; DAKO) , CD 14 (M5E2 ; 

25 Becton D i c k i n s o n) , CD 4 0 ( 5 C 3 ; BD Pharmi 
ngen. San D i e g o, CA) , CD 8 0 (L 3 0 7. 4 ; BD Ph 
armingen), CD 83 (HB15a; Immuno tech, Mars 
ei 1 le. France) , CD 8 6 (IT2. 2;B7.0/B7-2, B 
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D Pharmingen). CDwl 2 3 (7G3 ; I L- 3 1/-^^^$^— a 
m. BD Phaimingen) , CD2 0 6 C7>y-7.1/-feyt$^-, 3. 
29B1, 10;Imunotech),CD207 (7>S^xU>, DCGM 
4; Imunotech) . DC-SIGN (120507; R&D Sy s t 
5 ems) :feJ:OTLA-DR (L2 4 3 ; Be c t on Dickinson). 

H BmM-0k'y^)VX (HBV) ^^XJ^HlYlZ-Dlf^Xim^-CSb^^t^im 

zs\zfi^mmmii^-f3i\f^^L^mmhrco nmiivx, hcv, HBv:fe.fct;Hi v 

>:!5^&, CM(DBm^2'D<Dm\Z^m\^1to 2^U±lEnf3:7y:z>7B.yh 

20 ^>x7x5— tr (ALT) u^mmnhx\^^^mm\t. mm^^^^-vr (a 

so ^^s^Lfcc my)(Dmm\mmm^rc\t&]r^ALTm^^v, « 
ttffi*^ (CH) i¥ts«bfc, :irL^(Dmm<Di^A^^\z^^^x\t. M-m^m^m 
mvx. um^^f^^^^x:^Wimm(Dmm^mmvrzo Ascm^\z^^^xit, 
fm^mzm^\^(D^mmmmmhi!)mib^n-f, m^n±<D/mi}km^rc\tm^ 

btco HCV-RNA(Z)»^i. ^KDNA:;^P-:/T^y-fe-f (ChronHCV 
-RNA, Emeryville, CA) \Z^y)7 y't^ LTco HCYltmmi^ 

■i\i>m, mn\(D-:^miz^^n'Drco m^zfuyr-ov^mnz^iro 
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1i14ffF2i£(CH) 


N 


23 


14 


43 


14(M/F) 


20/3 


6/8 


27/16 




45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA^'T^'— 




3. 5(0-35) 


5. 7(0-37) 






5/ 


27/2/ 



ALT. T^->T5yh^>X7?i^-€ 
** p<0.01vs.ASC 

*** 4'^(^)|i^-yyAm/ml(Meq/ml)T?a-r 



5 m^:^^Umm\^i—d'> e» 1 0 - 1 2 m 1 (O^A U >miiaMsk^%Tco P B 
MCtt, F i c o 1 1 -Hy p a q u e -/a >±OS^^fiBit'i>^)>ilfc<i: 19 
*^Jllim=^« (PBMC) ^m^htco ^tfcPBMC^rtH^b. 
fifT^feU;^. MDC«, :=-'--J-^-tl- {L i n) (CD3, CD14. 
CD 16, CD 2 0, *3<i:t;CD5 6) It'l^^ScttKHL A-DR+«tUTS 

1 1 ciB^ZSCDl 2 3^^(DA^->\Z^ri^mvrCc MDC^Lin", H 
LA-DR+, CDllc\ CDl 2 3""iiiflaTfeD, PDC«L i n", HLA 
-DR\ CD 1 1 c-^^XSCD 1 2 S^'^SBteTabS. MDC*3j;DfPDCtt, 

§0 CD3 4tulK««. Lin-, HLA-DRS CD 1 2 3*:fecfclXCD 3 4 
W<i:LT^^Lfc. PDC(DOTiimm:H5J:«^OTm^i, ^n^'tl 
Lin", CD3 4\ CD12 3^ CD4 5RA-, i5^XSL i n; CD 3 4*, 
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CD 1 2 4 5R A' tVX^mLtco F AC S^^-tfllck D^^^tl 

imt^^^<Dftlsb\Z. BDCA-l:feJ;tKBDCA-4^MSI^*;/ h (Milt 
5 enyiBiotec, Bergisch, Germany) fcJ:0, $>5@^ 
(D^^^MXr (19) , MDC:fe.fci;pDC=&PBMC^;/S:«A*7>f-3-h 
(;'cK#+^«-fe>^-) 36^e>:$i-ilbfCo fe^V^Jt. LinW?:CD3. 
CDl 4, CDl 6, CD 2 0, CD 5 S^S^t^^^U n^JsU > (S t em Ce 
11 Technololes, Vancouver, Canada) ^#t?;^J 
10 ^T-;i/fiT:*^Tl^^W(Cp?g$ii:fc^, FACS Vantage SE(Bec 
ton Dickinson I mm unocytometry System 
s. San Jose, CA) X-MDC^^ZSPDC^l^l^lZV-hhtCo 

M^^gHSt^fo mmit^^m^m-to CHg^fc:fett^DC*5 

^Z^PDC(DmmtiE'^^^>T'-(7 (NV) {CiDtt^^J^iQigJi^ofcyO^. A 
15 SCm\Zidn^mm-i^mViS.f)^-:}rco CHI¥©MDC«, ASC43<kr^NVlC 

^mPBMC(Dm'p\zmmt^'^mm^mm-r^rzibiz, mmoPBuc, cd 

Ufc*«oT. ]fnMDC<Dm^'Pf3.\^^^t},t, mzPBMCifim^tzibT\tf3i<, 
20 CHMlC:feViTDC3&53l5ilW{Ci^i!>bTViSfci?)-e^^o 

DC'^':f-tyh<DttmmM<DWi^j^^Vrco Blome (J. Exp. Med. 
192:1785-1796. 2000) \Z^^mB-^nxv^^m^m\zVrcti^^r, PBHC^" 

CD 3 4t[mtt (L i n-, HL A-DR\ CD 1 2 3^ CD 3 4^) . 
mMmmi^ (Lin-, CD12 3*, CD3 4\ CD4 5RA-) :^^zmM 
25 Mmmm (Lm-, CD12 3\ CD3 4\ CD 4 5 RAO ^fe^giJUfe. C 

Hi^fc^sttscD 3 4mmmm^^nmtfimmmomt, \ii—m\z^n^^ 

r)mM\zm^-:>fzt^, AS Cm\Z^n^h<D\t\^'^-<D%0tmf3i^f3ii)^ofto 
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^j^mn 5^; ^ifhMM^ (PB MC) t^i^^DCMl&^Mm^^XSm 

MJ^^3i^7>X'f7©i^)iJfa35»^&/'^7^3-h^miiU Ficol 1 -Hy 
p a q u e ^^^E^'^^^it^- J: 0 A*7 ^ 3- ^ P BMC ^iURbfeo 

5 Bm. MDC:}3J:«^PDC«, ^Mtl. CD 1 4 --^^ oH-X CD 1 
9_-7^>^nk*-X BDCA-lSfc^^BDCA-4 DC^ii^yh (Mi 
Itenyi Biotec, Bergish-Gladbach, Germa 
ny) SffiV^T. CD4, CD 8 T«:}3J:t;NK«tt, 

PBMCA^e.. ^n^n^ffSTSS t era-Sep^y h (Stem Cell 

10 Technologies I n c , V a n c o u v e r , B C) ^fflViT^^-il 
htco CD3 4+itmmWmm\t, CD34-T^^Dlf-X (MI l ten 

yi) ^m\^^rm^M.wm&mifi^MmLrz. 

DC±(D^m^^<ommtFACS Ca 1 i be r (Be c t on Die 
kins on, San Jose. CA) hp< fCct O^J- 

15 «fbfc. m^O:>rctb\Z\t, DCS, 2%BSA*5J:t;0. 1 %7 Pitt h ^ 2^ 
Sr-^tr PBS T?#MWK#^^fc«7-r V iS'^ -^^^i^t =fe {C 4 ^7? 3 0 ^« 
#Lfc. MCDli, Lin-. HLA-DR*. CD 1 1 c*, CD 1 2 S'-T^O, 
PDC«. Lin-. HLA-DR+. CD lie*. CD 1 2 S^'^TSt). Z.n 
^(DWmzm^CD^O, CD8 0:feJ;tJfCD8 3©^S«(£)&^'pfCo "T'^T 
20 9 0%J:DlS*>ofCo 

WbfcW^fe«MDC^t. 10%®FCS, 5 0 1 U/m 1 ©^-v-U >. 
bQli^/m\(D7.VV'fV^^i^y, 2mMC0L- Wr^'S >, 1 OmM©H 
epesM«feJ:^)^10i:xM©#i2^^75y^<2:ffi^U CM) . 

5 0 n g/m 1 CDGM-C S FS-^*. 1 0 n g/m 1 © I L- 4 ^^ty;5^Sfc 
25 «-t^;feVUMDM (GI BCO Laboratories, Grand I 
si and, NY) 4'T4- 7 BM^flbfCo PDC«. CMffT5 0ng/m 
1 © I L - 3 0#fiTT4 HFBl^^Ui/t. 
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e>nTVi5mm^ V s Yi)^ ^mm-^n, x>^n-y t ut^/ c v 

5 E l*3ci;OT2geS<£^lrT5 (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127. 2003) . 
[0 0 6 9] 

'CP^)V7.\t, SW2 8 □— ^— (Beckman Coulter Inc., 
Fu 1 1 e r t on, CA) 2 0 % (v/w) -6 0% (v/w) O^^WM 
10 mi^3'i^^MT2 5. 0 0 0 r pmT4'CT2^PHl^;L^5>il-rse:tfcJ: OffiM 
U, -SO'CT^^Lfc 

o 

':7-r;V7.+>->y;P4'CDRNA©iitf-i:§r^^-r§fcJ6{C«, , XaqMan 
EZ RT-PCR^^7 h(PE Applied Biosystems.F 
15 o s t e r C i t y, CA)^fflVi;^Cc v:3.-Hi$'-ryvS V RNA©3 2 3 
-bp-fe^^>h**i<i-r*7:t'7-H7'^'1'-7- (5' -cattattat 
cattaaaaggctc-3' (mmmm 0) ) :feJ;I/tU A-7.:^^-f ^7 
^ (5* — gatacaaggtcaaatattccg — 3* (SH^J#-^ 1 

1) ) , is^n=.m^^m^m'fo-:f cs' - i6-ij)v^^i^-yjv-tu± 

20 -<» -atccagtggaatacccggcagattac— (6 -;<7;W 
/l^^v-xh^^9';V-n-3^5» -3' (E»^12) ] ^ffiV^fCc IB^J 
iiaillS (AB I Prism7000. PE Applied Biosys 

terns) \z^o, F cRmmomomytnih^^^. 

25 m&Wz^-:^^^ri)->-:f)V'^<Dn\f:-WL^^^Lrzo 

Lfco M.^mtVr\t, Jiy<U-Zfm&M^^LU\,^Y SY AG^^l^tZo IE 

9 6!:7x;i/;^at:/i/-h*J;:CM*T'5Xi o^m/»>x 
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(1X1 0"RNAlitf-/e'X;W . VSVAG (1 X 1 O^RNAHtf-/' 
^■ft\tYSYAG-G (1x1 0"RNA3t!-/'i7X;V) 

3 T'CTi eitrBi-o^i^-Nbfe. m^mum-^^mmm (gfp«) 

(DIE5^A°— fe>x->?Jt, ^(^cbafcLTgbfe : (VS V-E 1 E 2 

^fcUVS VAG-G^ffiVifct#©GFP«©%) - (VSV-AG^^ 

VSVAG-G«, MDC, PDC, ^l^cfeJ^t/^CD 3 4 

10 mmm\zmmLitm SY-E i e 2«j:ne»0iffli}afcis^t;^*iofe. f^b 

^, *md^&frfcfC#lliL.:/tDC«'>3.-Ki5''f :/VS V-E l E 2fc^bT 

1 0 . i^=L- F^-f y V S V^Cjtff ^^^tetCS:t^t-D C (D6^it^rc\t^ 
15 ^Qj^^ 

m^^tctbiZ, MDC*fcWX^*GM-CSF©#ffiTTI L-4ttt)lc:* 
L-475:b-e^llU;fc. 4 0eic:SilS^^5"«fl/?S:i:C:5. GM-CSF 

^^z^iL-4tth\zi^mvrcUDc\t, GM-CSF 0Pf^tth\zmmvrc 

20 tODtJtlSlLT, CD la, CD 8 S^J^ZfCD 8 SOMl^mM^^LXi^^tco 
Z.(D:it\t, I L- 4f}^DCMmi-tVXiPmLrz^t^^To MoDCIi:^ 

viT«, GM-CSF tthizmmhTcmmt, gm-csf^ScI: 1)^11-40!) 

L-3O#^TT©^SO4 0S(c:, PDC«O0B^:Jt^LT. CD4 0, C 
25 DSO, CD8 3^^Z^CD8 6<D^m'^^^i}^orCo 

^in&OD C IC'>a.- HiS^-r S V- E 1 E 2 ^SaUfci^m^EI 1 4 :fe i 

OTi sfc^i".. s^". :&rmm(D^mtGF prnmoA—tyy^-i^^T^-ro 

4 B @©MD C^Dj;r;4 H @:fect?^7 B gOMoD Cfc^ViTGF P 
ib^ntzti^, 4BBOFDCiZ:t5\^^X\tmib^nf3ii}-^-orZc VSVAG-G^g 
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m<Dm^ (n = 3, 4'^#[:feJ;t;igffl) \tl. 5% (0. 5-2. 2 7 %) Tife 

fe>5=— G F p^mMffimf^^ntc 23. 3% (12. 3-27. 

0%) o MoDClt, i§«®^«Ml::bfe:^5oTVSVAG-G:fectt>'VSV 
-ElE2{;:^bT, a^®^gtt^^bfco 4 Bi®MoDCtt7 S gOMo 
-DCckOltKfi^ii^VVI— lr>x-5^©VSV-E 1 E2^^GFP+m$:^ 

V s vfciiSttTifes t^O^^^tlfc. 
E 1 E 2-^i:^^^4^7■<;^;^gA®M^c*5^tS'>:3.-^*^$'-fyvsv^©^^ 

iSViHCV RNAi^'-fiJ'- (1X1 0*3iH-//i 1) ^^L, tiHCVii#: 
^#*?5:Vi (BLo Clinical Partners, Inc, USA). 
3/i \/^Ji)V(Dimm^9 6r>x;i/yk-h©DCtClia^, 3 71CT2 4l^|g| 
O^^i'^-hLfco DCSrHIiRU. 1 %FC S I MDM-e3 IlliJfe^ 

20 b, J^tRNeasy Mini K i t (Q I AGEN. G e r ma n y) 
ffiViTDC/{i^5)!^RNA^aaiLfco 

HCV RNAMiJ^1-^fcJe)fCfi, TaqMan EZ RT-PCR k 
it (PEAppIied Biosystems) ^m^^tco HCV RNA 
©5' -*3-x^>:^0^®l 6 l-bp'fei5^^>h&«ili-r«7;j-7-H:7' 

25 5^ V— (5' - cgggagagccatagtgg-3' (i3^J#-^ 1 

3) ) :feJ;tXUA*-X:/^-rT- (5' -cgaaaggccttgtggta 

c t-3' (SB^j#-^i4) ) . ^^xs, -m^ytm^m^n-zr is' - (6 

-:^)V^^zy-y)l'tU'\i.^ » -ctgcggaaccggtgagtaca 

c- (6-;^j;i/4^^>>-xh^p<?;i'-p-^5» -3* (iB^iJ#^i5) ] 
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^fflVifCo Sa^MtB^S (AB I Prism7000) ^M^^X, PCRli"|ii 

o m^rzmm(D^*>, mh^^^ucY rna^-t^^-^. gu-csfo^x 

K^mVifc-rfcJe)lC, I FN a. IFNr. CpG ODN 2 0 0 6. CD 4 
OL, polyI:C. TNF a ^fc«L P ST«Ufcmi:«l^W75: 
15 VimtOViT, VSY-E IE 2 (OmM^^OBiX^m^fc. DC^^^b, 
I^DBIC, IFNo (lOOU/ml) , IFNr (lOOOU/ml) . IL 
-3 (50ng/ml) *fc«IL-4 (lOng/ml) ^^tl^'nD Cl;:JP 
XTc. CpG ODN 2 0 0 6 (1 0 /iM) , CD4 0L ilug/m\) . 
po ly I : C (SOMg/ml) , TNFa (20Atg/'ml) 

20 LPS (lOMg/mi) $^a-H'>-r;v;^*sat-^2 4^TOJ-Dcic 

1^M^mi7\Z^'ro I L-4:fei;t;CpGODN2 0 0 6 ^igi4»JPTS 
GU-CSF^XmmVtcMDCtitl^LX, VS VAG-Gt^^T^^^ 

ttfdj^S^Jtt^^Tf::, vs v-E 1 E 2'g^GFP^m©A— fe>x-e;^/^)^ 

25 fi|'e:tcMii>'r«'^:i:*^«>^e»3&^tC75:t3fc, IFN-a, polyI:C, L 

PS^^Z^TNF-a\t, VSV-ElE2*3J:rJfVSVAG-G<7)M:&tO 
ViTGFPW05A-'fe>x-':^*5^'>^-^^^- ^SM^)-«tlc:J:0. CpG 
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-^yi-y^iOS-^y^ h-7.^VSV-E lE2ftA0ia§t::oViT^^Lfco 
GU-CS¥ tti-h\Z^m\^fcM'DC^ABmzm^(Dm^<D^y±y^fz\t1i 
yiP V~7.iith\ZZ 7*CT1 8 Q^f^^ y^=L^-V\^, v'^- H^-f :/VS 
10 V^M«Ufe. ^fe, i/3.-Hi$^-r:^VSVga©MtCDC^EDTA (5m 
M) T^aSbfco DCi|ff^Mm«c-e^§HepG2<h^lti|!^«fc8e)l;:, 

H^S'-f :/V S vmrncomzn epG2Sr5tfg/ml OV>^>TMbfc. f 
MDC^V>:^->7?iii?iar^i. VSV-E 1 E2<l:#-r^GFP«© 

15 ^lk\t^Uti^-ofc (018) o ■7>:?->®;iOct5:^M««, AIEHCV^ 
g?aL^cMDClC^3ViT?l^$nfc (iai9) o e:n«L, ')5yi;V-7.\tV 
S V-E 1 E 2 S;fc«VS VAG-G^ViTtltfeMDClC^Sfrt-S^^lrj^W^ 
m^Vi^ltt. EDTA«VSV-E lE2©ift^14<&®T 
■^^m^-otzM. VSVLG-G(Dmk^^^±\zW-W\^fc. Z.n^O'r—S'M, 

20 T>y-7.^®^7W1:WC a2+#^fe#Wii^-eDC^: VSV-E 1 E 2 tO^i 

:s.^m\zm^\^x\^^^z.t^^-^.^ z.n\z^h, ne^G2mmzio\^^xu, t 

>±>«VSV-E 1 E2(D^^^|fi^L7i;{)iofc (02 0) o ClO^lttt, V 
SV-E lE2©^A^S-5:9-TO, He pG2 <J:MDCtTaS7^j:§i:t$^ 
lSUT:feO, $6»fc, '7>:^->/&tMDC±0^^^lCj^^<£Sf^-r;&^ VSV-E 
25 lE2±cr):9'^K:«j^#b7S:ViC:.J:§^1-. 

D c \z3^n:b vi^'^yo^m/^Y s v - e i e 2 xzn^t^^o^^'&tmjx 

$>^-f)^'^i)^^m^^tctb\Z, GM- C S F tt^izmmLtcMD C t GM- C S 
F^: I L-4i:Om^-g-bii:T-^«LfcMDCtCOViT, DC-SIGN. T> 
(MR) :feJ;r;^>>?xU>0^^SrJti^L/c„ DC-SIG 



wo 2005/023289 



PCT/JP2004/013283 



31 

5 



wo 2005/023289 



PCT/JP2004/013283 



32 

ms<Dmm 

2 . I L - 1 5 ^^^t^m^m 1 mmommMmo 

3. IL-l m^Cm^ik(Df^WJz:id\f^X I FN- a tmm 

F, GM-CSF, IL-4, LPS, CD40L. polyl : C, TNF- 
a *3J;I)CI FN-r 5{>^e>;^^PcJ;0MJ^$n^. 11^:^4 *fc(i 5 fcfB^OE 
15 ^lafiKti. 

8. W-i^^^^^^tlMSr-^WrS, #feCl!ffF^®?&3glC:feViTI.FN-o 

20 i^5^>^#:;&^^3^§^cJ;Dji^$n^, ff^]B7*fett8{cE«®E^Mt)o 
10. I L - 1 5. 5XP-r H«^«fi£iiM@TS:(»^5">?^-&M 

12. iittcw^^?&^-r^fc8e)®E^0^3g(D;^cje>® I L-1 5, sxd 
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SEQUENCE LISTING 
<110> Intellectual Property Consvilting Incorporated 
<120> CScmpositLon for T^atment of Chronic Hepatitis C 
<130> P04-145PCT 



<130> P04-118PCT 

<150> JP 2003-315498 

<151> 2003-09-08 

<160> 15 

<170> Patentln versdon 3.1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcag^gaatt gaatcccagc t 



21 



wo 2005/023289 



PCT/JP2004/013283 



2/5 

<210> 3 
<211> 21 
<212> DNA 
<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 

<400> 4 

taaaacagaa gccaactg 18 



<210> 6 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 5 

caagaagtgt tgatgaacat 20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 



<400> 6 

gtcaagagct acagcttgta c 



21 
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<210> 7 
<211> 19 
<212> DNA 
<213> homo sapiens 

<400> 7 

ggi^gcttt ctcctggag 19 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 9 

catgtaggcc ai^aggtcca ccac 24 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 



<400> 10 

cattattatc attaaaaggc tc 



22 
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<210> 11 
<211> 21 
<212> DNA 

<2I3> vesicular stomatitis virus 
<400> 11 

gatacaaggt caaatattcc g 21 



<210> 12 
<211> 26 
<212> DNA 

<213> vesicular stomatitis virus 
<400> 12 

atccagtgga atacccggca gattac 26 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 



<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<400> 14 
cgaaaggcct tgtggtact 



19 
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<210> 15 

<211> 21 

<212> DNA 

<213> hepatitis C virus 

<400> 15 

ctgcggaacc ggtgagtaca c 
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as to form a single general inventive concept together with the specified 
invention as described above. 
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